We evaluated the effect on treatment using the new International Association of Diabetes and Pregnancy Study Group (IADPSG) criteria for gestational diabetes mellitus (GDM) diagnosis.
Introduction
In 1964, O'Sullivan and Mahan [1] proposed specific criteria for gestational diabetes mellitus (GDM), developed to anticipate type 2 diabetes in mothers after delivery. Based on their diagnostic criteria, there are different glucose cutoffs and strategies to diagnose GDM [2] . In order to reach a consensus in the diagnostic method for GDM and focus on pregnancy complications, the Hyperglycemia and Adverse Pregnancy Outcome (HAPO) study was conducted [3] . In 2010, based on the HAPO study results, the International Association of Diabetes and Pregnancy Study Group (IADPSG) suggested a universal screening for GDM by 1-step 75 g oral glucose tolerance tests (OGTTs) with new cut-off values [4] .
The new IADPSG recommendation diagnosed GDM with only 1 abnormality in the cut-off values. As a consequence, more women who had mild hyperglycemia were diagnosed with GDM. The World Health Organization and the American Diabetes Association have adopted this new recommendation [5, 6] . However, because of the higher incidence of GDM (18% in the U.S.) and little evidence of cost-effectiveness of the new criteria, the American College of Obstetrician and Gynecologists continues to endorse a 2-step approach and diagnostic test by 100 g OGTT [7] .
Since the new recommendation of the IADPSG, several studies reported that treatment based on the IADPSG criteria improved pregnancy outcomes. However, those studies were retrospective, and the comparison groups were women with normal glucose tolerance or GDM determined through different glucose cut-off values or diagnostic methods, such as 100 g OGTT [8] [9] [10] . A recent study reported that no differences were noted between untreated and treated patients diagnosed by the IADPSG criteria [11] . Furthermore, evidence of improvements in perinatal outcomes of the treatment of milder GDM by the IADPSG criteria is still limited. We prospectively evaluated the perinatal outcomes in patients with GDM by the new strict cut-offs of the IADPSG, whether they were treated or not.
Materials and methods
From March 2013 through November 2017, we collected a prospective cohort composed of singleton pregnant women in a single institution. Women with multiple gestations, women who gave birth in another hospital, and women who underwent a diagnostic OGTT at other clinics were excluded.
Our institution diagnosed GDM through a 2-step method. All women were universally screened with a 1-hour, 50 g glucose challenge test (GCT) between 24 and 28 gestational weeks. Women with positive screening (glucose ≥140 mg/dL) underwent a 2-hour 75 g OGTT for GDM diagnosis.
We divided the study period into 2 sub-periods and applied different diagnostic criteria for GDM. During the first 2 years (March 2013 to December 2015), we diagnosed GDM based on 2 or more values exceeding the Carpenter-Coustan (C-C) thresholds [12] . In the following 2 years (January 2016 to November 2017), we diagnosed GDM based on 1 or more values exceeding the new IADPSG thresholds [4] : fasting ≥92 mg/dL, 1-hour ≥180 mg/dL, and 2-hour ≥153 mg/dL. Among the study subjects belonging to the first sub-period of the study, some women were classified as normal and not treated when the new IADPSG thresholds were applied. All women diagnosed with GDM during the 2 study periods received the same management, including diet, exercise, selfmonitoring of glucose levels 4 times daily, and, if necessary, insulin therapy.
The study population was categorized in 5 groups: group 1, negative result in 50 g GCT; group 2, positive result in 50 g GCT but normal in 75 g OGTT; group 3, GDM diagnosed by IADPSG criteria and non-treated; group 4, GDM diagnosed by IADPSG criteria and treated; group 5, GDM diagnosed by C-C criteria and treated. The 5 groups did not overlap. Women in groups 3 and 4 had only 1 abnormal value by IADPSG criteria or 2 or more abnormal values belonging to the following levels: fasting glucose at 92-94 mg/dL, 1-hour glucose ≥180 mg/dL, and 2-hour glucose at 153-154 mg/dL. Data recorded from the pregnant women included age, parity, body mass index (BMI) pre-pregnancy, smoking and alcohol intake pre-pregnancy, family history of diabetes mellitus, and total gestational weight gain (GWG).
The perinatal outcomes included gestational weeks at delivery, birthweight of neonate, cesarean delivery, preterm delivery (<37 completed weeks), large for gestational age (LGA; ≥90th percentile), macrosomia (≥4.0 kg), small for gestational age (SGA; <10th percentile), shoulder dystocia, birth tract laceration of third degree or more, Apgar score, admission to neonatal intensive care unit (NICU), neonatal intubation, and phototherapy for neonatal jaundice. Birth weight criteria used for defining LGA and SGA were based on Korean data [13] .
The χ 2 test and analysis of variance (ANOVA) were utilized for the comparison of variables. The Tukey test was used for post hoc testing of ANOVA. Multivariate logistic regression analysis was used to identify the odds ratios (ORs) of the different GDM groups for the risk of adverse outcomes while adjusting for potential confounders. The reference group was women with negative results in 50 g GCT. SAS version 9.4 (SAS Institute, Cary, NC, USA) was used for statistical analysis.
Results
A total of 2,678 pregnant women were included in this cohort. Of those, 1,979 (73.9%) women had negative results in the 50 g GCT. Of the 699 women with positive results in the 50 g GCT, 70 (2.6%) had 2 abnormal values by C-C criteria and received treatment ( Fig. 1 ). During the first half of the study period, 52 women (1.9%) who had 1 or more abnormal values by the IADPSG cut-off values, not C-C criteria, were diagnosed as non-GDM and did not receive treatment. During the second half of the study period, 79 women (3.0%) were diagnosed solely by IADPSG criteria as GDM and received treatment. The frequency of GDM diagnosed by IADPSG criteria in our study population was 7.5%.
The maternal age was significantly younger in the negative 50 g GCT group (Table 1 ). The BMI was significantly higher in groups with GDM by either IADPSG or C-C criteria. The GWG of women diagnosed with GDM by IADPSG or C-C criteria and treated was significantly lower than that of non-GDM women. Maternal characteristics were not different between treated and not-treated women diagnosed with GDM by IADPSG criteria.
Each blood glucose value in the 75 g OGTT of women diagnosed with GDM by C-C criteria (fasting glucose 95.0±12.2 mg/dL, 1-hour glucose 194.8±24.2 mg/dL, 2-hour glucose 170.1±25.6 mg/dL) was significantly higher No difference was noted between each blood glucose level in the 75 g OGTT between treated and not-treated women diagnosed with GDM by IADPSG criteria. Table 2 shows the perinatal outcomes of the study population. The mean birthweight of neonates was highest in women diagnosed with GDM by IADPSG criteria and not treated, and this was significantly different from neonatal birthweight of the negative 50 g GCT group. The rate of LGA was also highest in women diagnosed with GDM by IADPSG criteria and not treated. The rate of macrosomia was highest in women diagnosed with GDM by C-C criteria and treated, followed by that of women diagnosed with GDM by IADPSG criteria and not treated. The rate of cesarean section was also highest in women diagnosed with GDM by C-C criteria and treated. The rates of SGA and other perinatal outcomes were not different among the 5 groups.
In order to evaluate whether the treatment of GDM diagnosed by IADPSG criteria independently affects perinatal outcomes, we performed multivariate logistic regression analysis after adjusting for age, parity, and BMI pre-pregnancy ( Table 3 ). The risk of macrosomia was increased in women diagnosed with GDM by C-C criteria and treated (OR, 2.61; 95% confidence interval, 1.11-6.14). Women diagnosed with GDM by IADPSG criteria and non-treated showed significantly higher ORs of LGA, macrosomia, and preterm delivery. However, the women diagnosed with GDM by IADPSG criteria and treated did not increase the risk of LGA, macrosomia, and preterm delivery but they had an increased risk of a low Apgar score at 5 minutes and neonatal intubation.
Discussion
This study evaluated the perinatal complications in GDM by the new strict cut-offs of diagnostic criteria, whether they were treated or not. Here, the treatment of women with GDM diagnosed by IADPSG criteria showed similar pregnancy outcomes compared with women with normal pregnancies. In contrast, the non-treatment of GDM diagnosed by IADPSG criteria independently increased the risk of LGA, macrosomia, and preterm birth. GDM diagnosed by C-C criteria, i.e., higher glucose values in OGTT, also showed an increased risk of macrosomia, although it was treated.
Prior to the HAPO study, there had been reports of treatment of mild GDM reducing pregnancy complications, such as fetal overgrowth and cesarean section [14, 15] . Those studies applied 2-step approaches and used different OGTTs for the diagnosis of GDM. Crowther et al. diagnosed mild GDM by a fasting glucose <140 mg/dL and 2-hour glucose after a 75 g loading, 140-198 mg/dL [14] . Another study defined mild GDM by a fasting glucose level <95 mg/dL and 2 or more abnormal values in a 3-hour 100 g OGTT: 1-hour, 180 mg/dL; 2-hour, 155 mg/dL; and 3-hour, 140 mg/dL [15] . Those studies treated women who had lower glucose levels than the original cut-off values for GDM diagnosis [1] . The HAPO researchers focused on pregnancy complications and suggested lower diagnostic criteria because of increased pregnancy complications in proportion to the blood glucose levels of OGTT. In our study, each blood glucose level in a 2-hour 75 g OGTT of GDM diagnosed by IADPSG criteria was lower than that of GDM diagnosed by C-C criteria and, notably, the fasting glucose levels were below 90 mg/dL. However, the risk of pregnancy complications including LGA, macrosomia, and preterm delivery was increased if the women were not treated. Our findings complement the HAPO results. A retrospective study also reported that an untreated group of women diagnosed with GDM by IADPSG criteria had a higher birthweight and LGA than a normal group [16] .
In addition to the association between mild hyperglycemia and perinatal complications similar to the HAPO results, our data showed that the treatment of mild hyperglycemia reduced LGA and macrosomia.
Since the IADPSG proposal of new criteria for GDM diag- nosis, several studies comparing the IADPSG criteria with older C-C or National Diabetes Data Group (NDDG) criteria have reported improved pregnancy outcomes with increased cost savings, while others did not. Duran et al. [17] assessed the cost-benefits between 1-step IADPSG and 2-step C-C methods. The 1-step IADPSG method resulted in a higher GDM diagnosis (35.5% vs. 19.6%, respectively) but improved the pregnancy outcomes of gestational hypertension, preterm birth, cesarean section, and LGA. The estimated saved costs were €14,358 per 100 women. Another study in Asia compared the intervention outcomes between the IADPSG and NDDG criteria [18] . The intervention of GDM according to the IADPSG lowered pregnancy complications compared to NDDG. In contrast, a retrospective study in the U.S. reported that 1-step screening with the IADPSG criteria did not decrease the number of LGA or macrosomic neonates but increased the rate of primary cesarean delivery [19] . In their study, the prenatal BMI of that study population was 26.1 kg/m 2 , higher than the BMI (22.9 kg/m 2 ) of our population. Obesity in pregnant women is also well-known risk factor for many pregnancy complications and it may lessen the effects of treatment of mild hyperglycemia. In our study, even after adjusting for maternal weight, the treatment of women with GDM diagnosed by IADPSG criteria decreased the risk of LGA and macrosomia, which are closely associated with hyperglycemia. The risks of neonatal intubation and an Apgar score <7 at 5 minutes were also increased in women diagnosed with GDM by the IADPSG cut-off values and in the treatment group. Unlike fetal growth, these immediate neonatal outcomes might be more associated with other intrapartum or obstetric factors other than hyperglycemia. Another analysis concluded that the 1-step IADPSG proposal for GDM was beneficial only if pregnant women were counseled after child birth and received treatment to prevent long-term diabetes [20] . Although the IADPSG recommended integrating screening and diagnosis for GDM in 2011, there is still debate on treatment benefits and there is a lack of consensus on establishing a uniform method for diagnosing GDM.
The glucose values for GDM diagnosis proposed by the IADPSG were chosen by a cut-off where the OR for adverse outcomes (macrosomia, cesarean section, or a raised cord blood C-peptide) was ≥1.75 and 1 abnormal glucose level was used for diagnosis [4] . The new proposal raised the frequency of GDM up to 3-fold in the HAPO cohort. We also found the rate of GDM increased 3-fold when we applied 1 abnormality with IADPSG cut-off values. However, the frequency of GDM diagnosed by IADPSG criteria was 7.5%, much lower than in other reports (18.9-35.5%), because we used the 2-step and not the 1-step approach [17] [18] [19] . In our study, the frequency of GDM by C-C criteria with a 2-step, 75 g 2-hour OGTT was 2.6%. When a 2-step, 100 g, 3-hour OGTT was applied, the frequency of GDM reported by Kore- Kyoung-Hee Lee, et al. Treatment of GDM by the IADPSG criteria an studies was 1.9-4.0% by the NDDG criteria and 3.6-5.7% by the C-C criteria, respectively [21, 22] . The racial difference and lower BMI of Korean women may result in a lower incidence of GDM than that reported in other countries. This study has several limitations with respect to the generalization of the results and the adoption of the new IADPSG criteria. We did not evaluate the cost-effectiveness of the new IADPSG criteria. However, in this study, it was remarkable that most women diagnosed with GDM (92.1%) by 1 or more abnormal values of the IADPSG cut-off values succeeded in controlling glucose through nutritional education and exercise only. In contrast, one third of the women diagnosed with GDM by 2 abnormal values of the C-C cut-off values needed insulin therapy for glucose control. Although we used a 5-year study period, this study was conducted in a single institution, so the number of pregnant women with gestational diabetes was relatively small. The small sample size may affect the lack of difference in shoulder dystocia and birth tract injury associated with fetal overgrowth. Despite these limitations, this is the first study in Korea to prospectively assess the impact of the new IADPSG criteria on perinatal outcomes between treated and not-treated women.
In conclusion, women with GDM diagnosed solely by the IADPSG criteria, and not C-C criteria, also had an increased risk of LGA and macrosomia compared with the control group. However, the risk of excessive fetal growth was reduced if they were treated. This study suggests that the new IADPSG criteria identifies high risk groups for fetal overgrowth, and treatment based on the new criteria may be effective in reducing it.
